We have read with interest the article published by Diaz et al. about the effects of extensively hydrolyzed cow's milk formulas (eHF) or vegetable formulas (soy and rice) on the microbiota in children with a non-IgE mediated (NIM) cow's milk protein allergy (CMPA) under a restrictive diet [1]. Although we believe it is a very interesting topic, we do not agree on some points and conclusions that are derived from this study, as explained below.
because it can clearly influence the pattern of the microbiota in these infants, and this factor could explain, at least in part, the observed differences in the acquisition of tolerance between infants in the eHF, SF, and HRF groups; that is, none of the three infants who were fed with HRF acquired tolerance, whereas the infants fed eHF and SF acquired tolerance by the end of the study. Another important difference between controls and infants with NIM-CMPA is that the latter followed a diet free of dairy products for six months. Indeed, this can be a factor modifying the microbiota (e.g., fermented dairy products are an important source of lactobacillus at this age).
Another important missing piece of information in the article is related to the type of formula eHF used in the study. The authors do not provide information about the type of milk hydrolysate used in the eHF group (casein or whey proteins), and whether they were lactose free or with added lactose (with prebiotic effect of undigested lactose). All these factors may have a strong impact on the microbiota of the children.
The third point is related to the analysis of microbiota composition in the infants. Diaz et al. find that those infants who do not become tolerant in the study (those fed HRF) present less abundance of Coriobacteriaceae and Bifidobacteriaceae than those who become tolerant. However, they also mention that infants fed vegetal protein formulas, both rice and soy, have less Coriobacteriaceae than those fed eHF formulas. They do not provide any hypothesis to the fact that infants fed SF with lower Coriobacteriacea levels become tolerant (unfortunately, they do not provide details on the levels per feeding group). Also, the authors do not explain the fact that Coriobacteriaceae are also less abundant in healthy controls and vegetal formula in comparison with NIM-CMPA infants. Ultimately, the lack of data on diet composition in the different feeding groups, as well as the lack of longitudinal data on microbiota composition, makes it difficult to interpret or make conclusions about the microbiota results in this study.
Finally, the authors suggest in the discussion of the article that the use of vegetable formulas may impair the acquisition of tolerance due to the absence of exposure to immunomodulatory peptides. We believe that this conclusion cannot be drawn from the results of the study from Diaz et al., given the small number of infants in each study group, as well as the other confounding factors, mentioned in the previous paragraphs, that were not controlled in the present study and may have influenced the obtained results. The role of immunomodulatory peptides in the acquisition of tolerance was suggested in the study performed by Canani et al., which is a non-randomized study, with an eHF formula with LGG (Lactobacillus Rhamnosus GG) [5, 6] .
Contrary to the suggestion of the authors, several clinical trials in infants have found similar rates for the acquisition of tolerance between infants with CMPA fed extensively hydrolyzed cow's milk protein formulas and hydrolyzed rice formulas [7] , besides being effective for the treatment of CMPA [7, 8] . Moreover, a study published by Terracciano et al. in 2009 found that infants and children with CMPA who received hydrolyzed rice or a soy-based formula for the dietary management of their condition achieved tolerance earlier than their peers on an extensively hydrolyzed cow's milk formula. This fact led to the consideration that the elimination from the diet of any cow's milk protein residue may accelerate the induction of tolerance and would be adequate for the management of CMPA [9] .
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